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DETAILED ACTION 

Specification 

1 . The lengthy specification has not been checked to the extent necessary to 
determine the presence of all possible minor errors. Applicant's cooperation is 
requested in correcting any errors of which applicant may become aware in the 
specification. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claim 17 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Claim 17 twice recites the limitation "curative" in line 10. 
Since there are no know cures for the recited disease states it is unclear what 
Applicants' intend to claim. Claim 17 is therefore rendered indefinite. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 11-18 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for treatment of some neurodegenerative 
disorders, does not reasonably provide enablement for prevention of any disorder or 
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treatment of disorders such as brain cancer or Down's Syndrome! The specification 
does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with 
these claims. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue." 
These factors include, but are not limited to: 

a. the breadth of the claims: In the instant case the claims are extremely broad 
encompassing compositions and methods for the prevention of any form of 
neurodegenerative condition including brain cancer in all its various forms, 
Down's disease or syndrome, Creutzefeld-Jacob disease, Huntington's 
disease, etc. 

b. the nature of the invention: The instantly claimed invention involves influencing 
astrocytes in the brain. While this may, in principle, have a therapeutic 
consequence, it is far from clear that demonstration of an in vitro effect will 
result in an in vivo effect. This especially true given the broad range of disease 
states recited, Brain cancer, for example, encompasses a large number of 
conditions each with its own characteristics. 

c. the state of the prior art: the state of the prior art is such that many of the 
disease states recited such as brain cancer in all its various forms, Down's 
disease or syndrome, Creutzefeld-Jacob disease, Huntington's disease, etc, 
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have no known treatment and no known method of prevention by 
pharmaceutical means. For example, there is no pharmaceutical method for 
the prevention of Down's syndrome, which is a genetic disorder. 

e. the amount of direction provided by the inventor: The inventor provide no 
direction for the use of the compounds of the invention for the treatment of any 
disease state. 

f. the existence of working examples: The only working examples provided are 
directed to the content of S100P in astrocyte cells in culture. No examples of 
treatment of disease states is provided 

Based upon the analysis above, the Examiner concludes that undue 
experimentation is required to make and use the claimed invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

4. Claims 1,4-6 and 8-16 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Rettenmeier et al (Drug Metabolism and Disposition, Metabolic Fate of Valproic Acid 
in the Rhesus Monkey, 1986, 14(4), pages 443-453). Rettenmeier discloses (Page 
452, Figure 7 and page 451 , paragraph bridging columns 1 and 2 and 1 st full 
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paragraph, column 2) the valproic acid metabolites 9-12 and 15 all of which are 
compounds with m=0 as instantly claimed. The compounds are presumably in 
racemic form and are in aqueous solution. The composition claims are therefore 
considered to be anticipated since the intended use of a composition is not 
considered to be further limitative. Rettenmeier therefore anticipates claims 1,4-6 
and 8-16. 

5. Claims 1, 9, 11-15 and 19 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Ohuchida et al (US 6,201,021 03-2001). Ohuchida discloses (Abstract) 
compounds useful for the treatment of neurodegenerative disease such as 
Alzheimer's, stroke and multiple sclerosis. Ohuchida discloses (Column 56, lines 7 
and 9) 5-methoxy-2-propylpentanoic acid 6-methoxy-2-propylhexanoic acid 
compounds of instant formula (I) in which the hydroxyl groups are protected as their 
methyl ethers and methods for treating diseases due to reactive astrocytes such as 
those instantly claimed. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 (1966), 
that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

6. Claim 1-16 and 19 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
by Ohuchida et al (US 6,201 ,021 03-2001 ) in view of Rettenmeier et al (Drug 
Metabolism and Disposition, Metabolic Fate of Valproic Acid in the Rhesus Monkey, 
1986, 14(4), pages 443-453). 

Instantly claimed are compounds of formula (I), compositions thereof and a method 
for their use in treating neurodegenerative disease. 

Ohuchida teaches (Abstract) compounds useful for the treatment of 
neurodegenerative disease such as Alzheimer's, stroke and multiple sclerosis. 
Ohuchida teaches (Column 56, lines 7 and 9) 5-methoxy-2-propylpentanoic acid 6- 
methoxy-2-propylhexanoic acid compounds of instant formula (I) in which the 
hydroxyl groups are protected as their methyl ethers and methods for treating 
diseases due to reactive astrocytes such as those instantly claimed. 

The difference between Ohuchida and the compounds instantly claimed is that 
Ohuchida does not specifically teach methoxy-2-propyloctanoic acid or the other 
hydroxyl and oxo intermediates. 



With regard to methoxy-2-propyloctanoic acid, while Ohuchida does not specifically 
teach this compound, it clearly lies within the genus of compounds of formula (X) 
taught (Column 54, Claim 1) by Ohuchida and is part of a homologous series of 
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compounds that is taught by. Therefore Ohuchida can be seen to suggest this 
compound as well. 

Further, Ohuchida teaches (Column 3, line 54- column 4, line 62) a group of 
compounds with similar activities that include valproic acid and 2-propyloctanoic 
acid. Rettenmeier, on the other hand, teaches (Page 452, Figure 7 and page 451 , 
paragraph bridging columns 1 and 2 and 1 st full paragraph, column 2) the valproic 
acid metabolites 9-12 and 15 all of which are compounds with m=0 as instantly 
claimed and represents the oxidation at each of the methylene groups of valproic 
acid. The Examiner presumes oxidation occurs at each available methylene of a 
compound including 2-propyloctanoic. 

The compounds of Ohuchida are presumably in racemic form and are in aqueous 
solution. The composition claims are therefore considered to be obvious since the 
intended use of a composition is not considered to be further limitative. 

Thus the compounds and methods as instantly claimed are inherently met in the 
suggested methods of Ohuchida employing valproic and 2-propyloctanoic acids. 

One of ordinary skill in the art would therefore have been motivated to make the 
instant inventions by the teaching of Ohuchida and, for that reason, there would 
have been a reasonable expectation for success. 

Thus the instantly claimed compounds of formula (I), compositions thereof and 
method of use would have been obvious to one of ordinary skill in the art. 
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Conclusion 



7. Claims 1-19 are pending. Claims 1-19 are rejected. 



Any inquiry concerning this communication or earlier communications from the 



examiner should be directed to Paul A. Zucker whose telephone number is 571-272- 
0650. The examiner can normally be reached on Monday-Friday 5:30-3:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Evonne Eyler can be reached on 571-272-0871 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273- 



Informaticn regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from 
a USPTO Customer Service Representative or access to the automated information 
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system, call 800-786-9199 (IN USA OR CANADA)"o(57\1 -272^1 000. • 
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Primary Examiner 
Art Unit 1621 



